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MoBACKGROUND Genome-wide association studies have so far identiﬁed 56 loci associated with risk of coronary artery
disease (CAD). Many CAD loci show pleiotropy; that is, they are also associated with other diseases or traits.
OBJECTIVES This study sought to systematically test if genetic variants identiﬁed for non-CAD diseases/traits also
associate with CAD and to undertake a comprehensive analysis of the extent of pleiotropy of all CAD loci.
METHODS In discovery analyses involving 42,335 CAD cases and 78,240 control subjects we tested the association of
29,383 common (minor allele frequency >5%) single nucleotide polymorphisms available on the exome array, which
included a substantial proportion of known or suspected single nucleotide polymorphisms associated with common
diseases or traits as of 2011. Suggestive association signals were replicated in an additional 30,533 cases and 42,530
control subjects. To evaluate pleiotropy, we tested CAD loci for association with cardiovascular risk factors (lipid traits,
blood pressure phenotypes, body mass index, diabetes, and smoking behavior), as well as with other diseases/traits
through interrogation of currently available genome-wide association study catalogs.
RESULTS We identiﬁed 6 new loci associated with CAD at genome-wide signiﬁcance: on 2q37 (KCNJ13-GIGYF2), 6p21
(C2), 11p15 (MRVI1-CTR9), 12q13 (LRP1), 12q24 (SCARB1), and 16q13 (CETP). Risk allele frequencies ranged from 0.15 to
0.86, and odds ratio per copy of the risk allele ranged from 1.04 to 1.09. Of 62 new and known CAD loci, 24 (38.7%)
showed statistical association with a traditional cardiovascular risk factor, with some showing multiple associations, and
29 (47%) showed associations at p < 1  104 with a range of other diseases/traits.
CONCLUSIONS We identiﬁed 6 loci associated with CAD at genome-wide signiﬁcance. Several CAD loci show
substantial pleiotropy, which may help us understand the mechanisms by which these loci affect CAD risk.
(J Am Coll Cardiol 2017;69:823–36) © 2017 The Authors. Published by Elsevier on behalf of the American College of
CardiologyFoundation. This is an open access articleunder theCCBY license (http://creativecommons.org/licenses/by/4.0/).O ver the past decade, genome-wide associa-tion studies (GWAS) have identiﬁed severalthousand robust associations (p < 5  108)
for a range of human traits and diseases. For coronarym the aDepartment of Cardiovascular Sciences, University of Leicester,
scular Biomedical Research Unit, Glenﬁeld Hospital, Leicester, United K
beck, Lübeck, Germany; dDZHK (German Research Centre for Cardiovas
beck, Germany; eUniversity Heart Center Luebeck, Lübeck, Germany;
ndon School of Medicine and Dentistry, Queen Mary University of Lond
tology, University of Cambridge, Cambridge, United Kingdom; hCardiovas
iversity School of Medicine, Saint Louis, Missouri; iDepartment of Geneti
uis, Missouri; jMcDonnell Genome Institute, Washington University Sch
rzzentrum München, Technische Universität München, München, Germ
nich, Germany; mInstitut für Medizinische Biometrie und Statistik, Un
pulation Studies, National Heart, Lung, and Blood Institute, The Fram
epartment of Immunology, Genetics and Pathology, Rudbeck Laboratory, U
chemistry and Biophysics, Vascular Biology Unit, Karolinska Institutet
titute of Biomedicine and Translation Medicine, University of Tartu, Ta
iversity Hospital, Tartu, Estonia; sClinical Gene Networks AB, Stockholm
ces, Institute of Genomics and Multiscale Biology, Icahn School of Medicin
Medicine, Vanderbilt University Medical Center, Nashville, Tennessee; vL
rdiology, Copenhagen University Hospital Rigshospitalet, Copenhagen,
sconsin-Milwaukee, Milwaukee, Wisconsin; xFred Hutchinson Cancer R
onfman Institute for Personalized Medicine, The Icahn School of Medicine
Obesity and Related Metabolic Traits Program, The Icahn School of Medi
nt of Internal Medicine, Division of Cardiovascular Medicine, University
ntréal, Faculté de médecine, Département de médecine, Montreal, Queartery disease (CAD), 56 such loci have been identiﬁed
so far, explaining w15% of the disease’s heritability
(1,2). Approximately one-third of the CAD loci
also show association with a known or putativeLeicester, United Kingdom; bNIHR Leicester Cardio-
ingdom; cInstitute for Cardiogenetics, University of
cular Research), partner site Hamburg/Lübeck/Kiel,
fWilliam Harvey Research Institute, Barts and The
on, London, United Kingdom; gDepartment of Hae-
cular Division, Department of Medicine, Washington
cs, Washington University School of Medicine, Saint
ool of Medicine, Saint Louis, Missouri; kDeutsches
any; lDZHK, Partner Site Munich Heart Alliance,
iversität zu Lübeck, Lübeck, Germany; nCenter for
ingham Heart Study, Framingham, Massachusetts;
ppsala University, Sweden; pDepartment of Medical
, Stockholm, Sweden; qDepartment of Physiology,
rtu, Estonia; rDepartment of Cardiac Surgery, Tartu
, Sweden; tDepartment of Genetics & Genomic Sci-
e at Mount Sinai, New York, New York; uDepartment
aboratory for Molecular Cardiology, Department of
Denmark; wSchool of Public Heath, University of
esearch Center, Seattle, Washington; yThe Charles
at Mount Sinai, New York, New York; zThe Genetics
cine at Mount Sinai, New York, New York; aaDepart-
of Michigan, Ann Arbor, Michigan; bbUniversité de
bec, Canada; ccMontreal Heart Institute, Montreal,
AB BR E V I A T I O N S
AND ACRONYM S
BMI = body mass index
CAD = coronary artery disease
CETP = cholesteryl ester
transfer protein
eQTL = expression
quantitative trait locus
GWAS = genome-wide
association study
HDL = high-density lipoprotein
LD = linkage disequilibrium
J A C C V O L . 6 9 , N O . 7 , 2 0 1 7 Webb et al.
F E B R U A R Y 2 1 , 2 0 1 7 : 8 2 3 – 3 6 Novel CAD Risk Loci and Pleiotropy
825cardiovascular risk factor, particularly blood pressure
and lipid traits (2). Furthermore, several loci show as-
sociation with other diseases; for example, the CAD-
associated variants in the chromosome 9p21 locus
also associate with risk of stroke as well as abdominal,
aortic, and intracranial aneurysms (3,4). These obser-
vations suggest that a comprehensive analysis of
variants associated with other diseases and traits
might not only identify additional loci associated
with risk of CAD, but also provide important insights
into genetic mechanisms shared by different
diseases.Quebec, Canada; ddDivision of Cardiovascular Medicine, Radcliffe Departme
Kingdom; eeWellcome Trust Centre for Human Genetics, University of Ox
Genetic Research, Massachusetts General Hospital, Boston, Massachusetts
General Hospital, Boston, Massachusetts; hhDepartment of Medicine, Harvard
Medical and Population Genetics, Broad Institute, Cambridge, Massachusett
and Technology, Sungkyunkwan University, Samsung Medical Center, Seou
Department of Genetics and Genomic Sciences, Icahn School of Medicine
Institute for Genomics and Multiscale Biology, Department of Genetics and G
Sinai, New York, New York; mmThe Zena and Michael A. Weiner Cardiovascul
New York, New York; nnDepartment of Biostatistics, Academic Medical Cen
imal Breeding and Genetics, University of Veterinary Medicine Hannove
Institute of Metabolic Science, Addenbrooke’s Hospital, Cambridge, United
demic Medical Center, Amsterdam, the Netherlands; rrMedical Research Inst
Medical School, Scotland, United Kingdom; ssDepartment of Biomedical Scien
Clinical and Research Center, Milan, Italy; uuNiguarda Hospital, Milan, Italy;
Italy 3, Nuoro, Italy; wwDepartment of Biomedical informatics, Vanderbil
xxKlinik für Kardiologie, Pneumologie und Innere Medizin, Imland Klinik Re
Molecular Biology, Christian-Albrechts-University of Kiel, Kiel, Germany;
Bonn, Germany; aaaDepartment of Genomics, Life & Brain Center, Universi
Genetics, Department of Biomedicine, University of Basel, Basel, Switzerlan
Health and General Practice, Norwegian University of Science and Technolo
heim University Hospital, Trondheim, Norway; eeeDepartment of Medicine
Levanger, Norway; fffDepartment of Public Health and Clinical Medicine, R
gggInstitute for Medical Informatics, Biometry and Epidemiology, University
Molecular Epidemiology, Helmholtz Zentrum München–German Research
many; iiiInstitute of Epidemiology II, Helmholtz Zentrum München–Germa
herberg, Germany; jjjGerman Center for Diabetes Research, Neuherberg, Germ
Klinikum rechts der Isar der Technischen Universität München, Munich, Ger
Medicine, University of Verona, Verona, Italy; mmmOxford Centre for Diab
Oxford, Oxford, United Kingdom; nnnOxford National Institute for Health R
pital, Old Road Headington, Oxford, Oxford, United Kingdom; oooEstonian
pppDivision of Endocrinology, Boston Children’s Hospital, Boston, Massach
School, Boston, Massachusetts; rrrBroad Institute of the Massachusetts Ins
bridge, Massachusetts; sssGenetic and Molecular Epidemiology Unit, Lund
Sciences, Lund University, Malmö, Sweden; tttInstitute of Molecular and C
Genetic and Population Health Sciences, University of Edinburgh, Medica
Kingdom; vvvNational Institute for Health and Welfare (THL), Helsinki, Fin
Centre, University of Ottawa Heart Institute, Ottawa, Ontario, Canada; xxxPr
Research of Hereditary Disorders (PACER-HD), King Abdulaziz University
Rahway, New Jersey; zzzDepartment of Cardiology, Division Heart & Lungs,
Cardiogenetic Research, ICIN-Netherlands Heart Institute, Utrecht, the N
Faculty of Population Health Sciences, University College London, Londo
Diabetes and Metabolism, Department of Medicine, Ohio State University, C
School of Medicine at Mount Sinai, New York, New York; eeeeInstitute of Ge
German Research Center for Environmental Health, Neuherberg, Germany
SEE PAGE 837 LDL = low-density lipoproteinHere, we leveraged the HumanExome
BeadChip (Illumina, Inc., San Diego, Califor-
nia) to test the contribution of 29,393
common variants of single nucleotide poly-
morphisms (SNPs) (minor-allele frequency
>5%) for association with CAD. The variants
included the majority of reported trait-/dis-
ease-associated lead SNPs in the National
Human Genome Research Institute GWAS
catalogue as of August 2011, as well as a
number of associations for complex diseases
unpublished at that time, variants in the hu-
man leukocyte antigen (HLA) region, and a
scaffold of approximately 5,000 SNPs placednt of Medicine, University of Oxford, Oxford, United
ford, Oxford, United Kingdom; ffCenter for Human
; ggCardiovascular Research Center, Massachusetts
Medical School, Boston, Massachusetts; iiProgram in
s; jjSamsung Advanced Institute for Health Sciences
l, South Korea; kkThe Center for Statistical Genetics,
at Mount Sinai, New York, New York; llThe Icahn
enomic Sciences, Icahn School of Medicine at Mount
ar Institute, Icahn School of Medicine at Mount Sinai,
ter, Amsterdam, the Netherlands; ooInstitute for An-
r, Hannover, Germany; ppMRC Epidemiology Unit,
Kingdom; qqDepartment of Vascular Medicine, Aca-
itute, University of Dundee, Ninewells Hospital and
ces, Humanitas University, Milan, Italy; ttHumanitas
vvAzienda Sanitaria Locale 3 San Francesco, Nuoro,
t University Medical Center, Nashville, Tennessee;
ndsburg, Rendsburg, Germany; yyInstitute of Clinical
zzInstitute of Human Genetics, University of Bonn,
ty of Bonn, Bonn, Germany; bbbDivision of Medical
d; cccHUNT Research Centre, Department of Public
gy, Levanger, Norway; dddSt. Olav Hospital, Trond-
, Levanger Hospital, Nord-Trøndelag Health Trust,
esearch Unit Skellefteå, Umeå University, Sweden;
Hospital Essen, Essen, Germany; hhhResearch unit of
Center for Environmental Health, Neuherberg, Ger-
n Research Center for Environmental Health, Neu-
any; kkkInstitute Medizinische Klinik und Poliklinik,
many; lllDepartment of Medicine, Section of Internal
etes, Endocrinology and Metabolism, University of
esearch Biomedical Research Centre, Churchill Hos-
Genome Center, University of Tartu, Tartu, Estonia;
usetts; qqqDepartment of Genetics, Harvard Medical
titute of Technology and Harvard University, Cam-
University Diabetes Centre, Department of Clinical
ell Biology, Tartu, Estonia; uuuSchool of Molecular,
l School, Teviot Place, Edinburgh, Scotland, United
land; wwwRuddy Canadian Cardiovascular Genetics
incess Al-Jawhara Al-Brahim Centre of Excellence in
, Jeddah, Saudi Arabia; yyyMerck Sharp & Dohme,
UMC Utrecht, the Netherlands; aaaaDurrer Center for
etherlands; bbbbInstitute of Cardiovascular Science,
n, United Kingdom; ccccDivision of Endocrinology,
olumbus, Ohio; ddddDepartment of Psychiatry, Icahn
netic Epidemiology, Helmholtz Zentrum München–
; ffffDepartment of Medicine I, University Hospital
SNP = single nucleotide
polymorphism
Webb et al. J A C C V O L . 6 9 , N O . 7 , 2 0 1 7
Novel CAD Risk Loci and Pleiotropy F E B R U A R Y 2 1 , 2 0 1 7 : 8 2 3 – 3 6
826on the array for identity by descent testing. The
results of an analysis of rare (minor-allele
frequency <5%) coding sequence (“exome”) variants
on this array with CAD were recently reported (5).
We identiﬁed 6 new loci associated at genome-wide
signiﬁcance with CAD, annotated these, and under-
took a detailed examination of the extent of pleiotropy
of these loci as well the previously known CAD loci.Grosshadern, Ludwig-Maximilians-Universität, Munich, Germany; ggggInstit
ology, Chair of Genetic Epidemiology, Ludwig-Maximilians-Universität, Mun
miology Unit, Department of Public Health and Primary Care, University of C
Centre for Biostatistics, University of Glasgow, Glasgow, United Kingdom; jjjjD
Center, Leiden and Interuniversity Cardiology Institute of the Netherland
Inserm, CHU Lille, Institut Pasteur de Lille, U1167–RID-AGE, Lille, France; llllC
and Medical Sciences, University of Copenhagen, Copenhagen, Denmark; m
louse, France; nnnnDepartment of Biostatistics and Epidemiology, Perelma
Philadelphia, Pennsylvania; ooooCenter for Noncommunicable Diseases, Kara
Cardiovascular Research Centre, University of Glasgow, Glasgow, United Ki
Health, University of Strasbourg, Strasbourg, France; rrrrNational Institute of
in Donor Health and Genomics, University of Cambridge, Cambridge, Un
Hinxton, Cambridge, United Kingdom; ttttParma University Hospital, Parma, I
Public Health, Boston, Massachusetts; vvvvDepartment of Public Health & C
Sweden; wwwwLeeds Institute of Genetics, Health and Therapeutics, Univers
Epidemiology and Biobank popgen, Christian-Albrechts-University Kiel, Kie
holtz Zentrum München–German Research Center for Environmental Health
netics, Technische Universität München, Munich, Germany; aaaaaDuke Molec
North Carolina; bbbbbDivision of Cardiology, Department of Medicine, Duke U
of Clinical Sciences in Malmo, Lund University, Clinical Research Center, Ma
Diabetes and Endocrinology, Lund University, University Hospital Malmo,
diovascular Institute and Institute of Translational Medicine and Therape
Pennsylvania, Philadelphia, Pennsylvania; fffffDivision of Cardiology, Departm
and Translational Research, Columbia University, New York, New York; gggggT
The Icahn School of Medicine at Mount Sinai, New York, New York; hhhhhDep
Seattle, Washington; iiiiiDepartment of Pharmacology, Vanderbilt University
of Health Sciences, University of Leicester, Leicester, United Kingdom; kkkk
formatics, University of Michigan, Ann Arbor, Michigan; lllllDepartment of H
Michigan; and the mmmmmCardiology Division, Massachusetts General Hospi
and Reilly are employees of Merck Sharp & Dohme; and Dr. Vogt was an em
conducted, but is now retired from Merck. A cholesteryl ester transfer pro
undergoing clinical investigation in the REVEAL outcome trial sponsored by
Recombine. Dr. Dube has equity in DalCor Pharmaceuticals. Dr. McCarthy i
Nordisk; has received honoraria from Pﬁzer, Novo Nordisk, and Eli Lilly; an
Novo Nordisk, Eli Lilly, Servier, Sanoﬁ-Aventis, Janssen, Roche, Boehring
Ferrieres has received grants from Merck Sharp & Dohme, Amgen, and Sanoﬁ
Sanoﬁ. Dr. Butterworth has received grants from Pﬁzer and Merck. Dr. Dane
on the Novartis Cardiovascular & Metabolic Advisory Board and Internati
Development Portfolio Committee of Novartis; has served on the UK Atherosc
served on the advisory board of Sanoﬁ; has served on the Pﬁzer Populat
lationships with the British Heart Foundation, BUPA Foundation, diaDexus, E
Trust, Fogarty International Centre, GlaxoSmithKline, Merck, National Heart
Blood and Transplant, National Institute for Health Research, National Insti
Pﬁzer, Roche, Sanoﬁ, Takeda, The Wellcome Trust, UK Biobank, University of
Dr. Tardif has received research grants from Amarin, AstraZeneca, Merck, Pﬁz
honoraria from Pﬁzer (to his institution), Servier, DalCor, and Sanoﬁ (to his i
from DalCor. Dr. Kathiresan has ﬁnancial/other relationships with Regeneron
Therapeutics, Novartis, Sanoﬁ, AstraZeneca, Alnylam, Eli Lilly, Leerink Part
ported that they have no relationships relevant to the contents of this pa
funding sources is included in the Online Appendix. Drs. Webb, Erdmann,
Kathiresan contributed equally to this work.
Manuscript received June 20, 2016; revised manuscript received NovemberMETHODS
The study consisted of discovery and replication
phases and has been described in more detail else-
where (5). Brieﬂy, the discovery cohort included
42,335 cases and 78,240 control subjects from 20
individual studies (Online Table 1); the replication
cohort, which was separately assembled andute of Medical Informatics, Biometry and Epidemi-
ich, Germany; hhhhMRC/BHF Cardiovascular Epide-
ambridge, Cambridge, United Kingdom; iiiiRobertson
epartment of Cardiology, Leiden University Medical
s, Utrecht, the Netherlands; kkkkUniversité de Lille,
openhagen University Hospital and Faculty of Health
mmmToulouse University School of Medicine, Tou-
n School of Medicine, University of Pennsylvania,
chi, Pakistan; ppppBritish Heart Foundation, Glasgow
ngdom; qqqqDepartment of Epîdemiology and Public
Health Research Blood and Transplant Research Unit
ited Kingdom; ssssWellcome Trust Sanger Institute,
taly; uuuuDepartment of Nutrition, Harvard School of
linical Medicine, Umeå University Hospital, Umeå,
ity of Leeds, Leeds, United Kingdom; xxxxInstitute of
l, Germany; yyyyInstitute of Human Genetics, Helm-
, Neuherberg, Germany; zzzzInstitute of Human Ge-
ular Physiology Institute, Duke University, Durham,
niversity, Durham, North Carolina; cccccDepartment
lmo, Sweden; dddddDepartment of Clinical Sciences,
Malmo, Sweden; eeeeeDepartment of Genetics, Car-
utics, Perelman School of Medicine, University of
ent of Medicine and the Irving Institute for Clinical
he Mindich Child Health and Development Institute,
artment of Epidemiology, University of Washington,
Medical Center, Nashville, Tennessee; jjjjjDepartment
kDepartment of Computational Medicine and Bioin-
uman Genetics, University of Michigan, Ann Arbor,
tal, Boston, Massachusetts. Drs. Akinsanya, Wu, Yin,
ployee of Merck when aspects of this research was
tein inhibitor, Anacetrapib (MK-0859), is currently
Merck Sharp & Dohme. Dr. Schick is an employee of
s a member of advisory boards for Pﬁzer and Novo
d has received research funding provided by Pﬁzer,
er-Ingelheim, Takeda, Merck, and AstraZeneca. Dr.
. Dr. Sattar has served as a consultant for Amgen and
sh has served as a consultant for Takeda; has served
onal Cardiovascular and Metabolism Research and
lerosis Advisory Board of Merck Sharp & Dohme; has
ion Research Advisory Panel; and has ﬁnancial re-
uropean Research Council, European Union, Evelyn
, Lung, and Blood Institute, National Health Service
tute of Neurological Disorders and Stroke, Novartis,
British Columbia, and UK Medical Research Council.
er, Eli Lilly, Sanoﬁ, Servier, and DalCor; has received
nstitution); and has received modest equity interest
, Bayer, Catabasis, Merck, Celera, Genomics PLC, San
ners, and Noble Insights. All other authors have re-
per to disclose. A full list of acknowledgments and
Strirrups, Stitziel, Samani, Schunkert, Deloukas, and
10, 2016, accepted November 17, 2016.
J A C C V O L . 6 9 , N O . 7 , 2 0 1 7 Webb et al.
F E B R U A R Y 2 1 , 2 0 1 7 : 8 2 3 – 3 6 Novel CAD Risk Loci and Pleiotropy
827ascertained to have no sample overlap with the dis-
covery cohorts, included 30,533 cases and 42,530
control subjects from 8 studies (Online Table 2). With
the exception of participants from 2 studies in the
replication cohort who were of South Asian ancestry,
all participants were of European ancestry (Online
Table 2).
Samples were genotyped on the Illumina
HumanExome BeadChip versions 1.0 or 1.1, or the
Illumina OmniExome (which includes markers from
the HumanExome BeadChip) arrays followed by
quality control procedures as previously described (5).
STATISTICAL ANALYSIS. In discovery samples that
passed quality control procedures, we performed in-
dividual tests for association of the selected variants
with CAD in each study separately, using logistic
regression analysis with principal components of
ancestry as covariates (5). We combined evidence
across individual studies using an inverse-variance
weighted ﬁxed-effects meta-analysis. Heterogeneity
was assessed by Cochran’s Q statistic (6). In the dis-
covery phase, we deﬁned suggestive novel associa-
tion as a meta-analysis p value #1  106.
For variants with suggestive association, we
performed association analysis in the replication
studies (Online Appendix). We deﬁned signiﬁcant
novel associations as those nominally signiﬁcant
(p < 0.05) in the replication study and with an
overall (discovery and replication combined)
p value <5  108.
BIOINFORMATICS ANALYSIS. To identify any asso-
ciation between the novel loci and gene expression
traits, we performed a systematic search of cis-
expression quantitative trait loci (eQTL) (described
in the Online Appendix). To identify candidate causal
SNPs at the new loci, we annotated each of the lead
variants as well as SNPs in high linkage disequilib-
rium (LD) (r2 > 0.8) on the basis of position, overlap
with regulatory elements, and in silico SNP prioriti-
zation tools (Online Appendix).
For both the novel loci and all previously reported
CAD loci (1,2), we tested the association of the lead
CAD-associated variant (or, if unavailable, a proxy)
with traditional cardiovascular risk factors using
publicly available GWAS meta-analyses datasets for
systolic, diastolic, and pulse pressures (7,8); low-
density lipoprotein (LDL) cholesterol level; high-
density lipoprotein (HDL) cholesterol level; tri-
glycerides level (9,10); type 2 diabetes mellitus (11);
body mass index (BMI) (12); and smoking quantity
(13). The maximum size of these datasets ranged from
41,150 to 339,224 individuals. For variants availableon the exome array with a known genome-wide as-
sociation with a risk factor, we also compared the
magnitude of the reported association with the risk
factor to the observed association with CAD in our
analysis.
To identify any associations with other diseases or
traits, we searched version 2 of the GRASP (Genome-
Wide Repository of Associations between SNPs and
Phenotypes) database (14) and the National Human
Genome Research Institute-European Bioinformatics
Institute GWAS catalog (15), plus we collected all as-
sociations below 1  104. For all associations, we
identiﬁed the lead variant for that trait or disease and
calculated pairwise LD with the lead CAD-associated
variant using the SNAP web server (16).
RESULTS
In the discovery cohort, 28 variants not located in a
known CAD locus (deﬁned as 300 kb from the pub-
lished lead SNP) showed association with CAD at a
p value <1  106 (Online Table 3). No marked het-
erogeneity was observed, justifying the use of a ﬁxed-
effects model. We then tested these 28 variants for
replication, and 6 variants showed both a nominally
signiﬁcant (p < 0.05) association in the replication
cohort and a combined discovery and replication
meta-analyses p value exceeding the threshold for
genome-wide signiﬁcance (p < 5  108) (Table 1). As
typical for GWAS ﬁndings, the risk alleles were com-
mon (allele frequencies ranging from 15% to 86%),
and the risk increase per allele was modest (ranging
from 4% to 9%) (Table 1).
ANNOTATION OF NOVEL LOCI. Forest and regional
association plots for the 6 novel loci are shown in
Online Figures 1 and 2, respectively. Interrogation of
the 1000 Genomes Project phase 1 EUR data using
Haploreg (BROAD Institute, Massachusetts Institute
of Technology and Harvard, Boston, Massachusetts)
(17) showed that the number of SNPs in high LD
(r2 > 0.8) with the lead variant varied between 1 (LRP1
locus and CETP locus) and 111 (KCNJ13-GIGYF2 locus)
(Online Table 4). Apart from the lead variant at the
KCNJ13-GIGYF2 locus, which is a nonsynonymous
SNP, none of the other loci had a variant affecting
protein sequence in high LD with the lead variant.
Notable cis-eQTL ﬁndings for the new loci are
shown in Online Table 5 and functional annotation of
the lead variant and variants in high LD appear in
Online Figure 3. The main ﬁndings from these ana-
lyses are discussed here locus by locus.
16q13 . The lead variant, rs1800775, also known
as 629C>A, is in the promoter of the cholesteryl
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828ester transfer protein (CETP) gene, which mediates
the transfer of cholesteryl esters from HDL choles-
terol to other lipoproteins and was placed on the
array because of its association with plasma HDL
cholesterol level (9,10). The risk (C) allele is associ-
ated with lower HDL cholesterol and modest in-
creases in plasma LDL cholesterol and triglycerides
levels (9,10). Previous studies have shown that
rs1800775 is itself functional in that the C allele dis-
rupts binding of the Sp1 transcription factor resulting
in increased promoter activity (18). This is in agree-
ment with our annotation, which predicts this to be
more likely to be a functional SNP than the only other
SNP in high LD, rs3816117 (Online Figure 3). Consis-
tent with this, we also found associations between
rs1800775 and CETP expression (r2 of 0.77) with the
best eSNP (i.e., the lead SNP for the eQTL) in mono-
cytes and liver (Online Table 5), and previous studies
have shown that the variant is also associated with
plasma CETP level (19,20).
12q24. The lead variant, rs11057830, and all 8 vari-
ants in high LD are located in a region of approxi-
mately 10 kb in intron 1 of SCARB1, which encodes SR-
B1, a receptor for HDL cholesterol. Other variants at
this locus have been associated with HDL cholesterol
level (9,10). However, these HDL cholesterol variants
are not in high LD with the CAD-associated variants
identiﬁed here, which only have a modest association
with plasma HDL cholesterol level (Online Table 6),
but a stronger association with plasma LDL choles-
terol and triglycerides levels (Table 2). rs11957830 was
included on the array because of an association of the
A allele (CAD risk-associated allele) with higher levels
of vitamin E (Table 3) (21). Variants in high LD with
the CAD risk allele at rs11057830 have also been
associated with increased lipoprotein-associated
phospholipase A2 (Lp-PLA2) activity (22). Analysis of
eQTL identiﬁed an association between rs11057841
(r2 ¼ 0.92 with the lead variant), and expression of
SCARB1 in the intestine (Online Table 5). Functional
annotation of the locus did not identify a strong
candidate causal SNP, but rs10846744 (r2 ¼ 0.94 with
the lead variant) overlaps a deoxyribonuclease I hy-
persensitivity peak in a region bound by several
transcription factors (Online Figure 3).
12q13 . The lead variant, rs11172113, is in intron 1 of
LRP1 (LDL receptor–related protein-1) and only has 1
other adjacent SNP in high LD (Central Illustration,
Online Table 4). The risk (C) allele of the lead variant
has previously been associated with reduced risk of
migraine (23), and there is an association of the
alternate (T) allele with reduced lung function (24).
There are also associations at this locus for abdominal
aortic aneurysm (25) and triglyceride levels (10);
TABLE 2 Signiﬁcant Associations of CAD Variants With Selected CV Risk Factors*
Locus Locus Name Lead Variant Trait Effect p Value
New Loci
6p21 C2 rs3130683 T2D 1.12† 2.7  105
SCARB1 rs11057830 LDL 0.006 2.6  105
TG 0.022 8.3  105
16q13 CETP rs1800775 LDL 0.041 8.5  1024
HDL 0.202 3.3  10644
TG 0.04 1.3  1026
Known Loci
1p32 PCSK9 rs11206510 LDL 0.083 2.4  1053
1p13 SORT1 rs602633 LDL 0.159 1.5  10261
HDL 0.033 3.5  1014
2p24 APOB rs515135 LDL 0.139 1.1  10178
2p21 ABCG5-ABCG8 rs6544713 LDL 0.081 4.84  1083
4q32 GUCY1A3 rs7692387 DBP 0.326 3.4  105
5q31 SLC22A4-SLC22A5 rs273909 LDL 0.022 2.3  105
2q33 WDR12 rs6725887 LDL 0.026 1.3  105
6q25 LPA rs3798220 LDL 0.158 6.1  1011
rs2048327 LDL 0.019 1.3  106
7q32 ZC3HC1 rs11556924 DBP NA 1.8  105
HDL 0.018 1.3  105
7q36 NOS3 rs3918226 SBP 0.96 1.1  106
DBP 0.81 2.2  109
8p21 LPL rs264 HDL 0.098 8  1077
TG 0.093 2.4  1084
8q24 TRIB1 rs2954029 LDL 0.056 2.1  1050
HDL 0.04 2.7  1029
TG 0.076 1  10107
9q34 ABO rs579459 LDL 0.067 2.4  1044
10q24 CYP17A1-CNNM2-NT5C2 rs12413409 SBP 1.034 2  109
DBP 0.483 3.4  105
PP 0.56 5.7  108
BMI 0.03 2.2  108
11q23 ZNF259-APOA5-APOA1 rs964184 LDL 0.086 2  1026
HDL 0.107 6.1  1048
TG 0.234 6.6  10244
12q24 SH2B3 rs3184504 LDL 0.027 4.2  1012
HDL 0.026 4.1  1012
SBP 0.598 2  109
DBP 0.483 8.8  106
BMI 0.131 9.4  106
15q26 FURIN-FES rs17514846 SBP 0.509 1.2  105
17p13 SMG6 rs2281727 BMI 0.015 3.64  106
18q21 PMAIP1-MC4R rs663129 HDL 0.026 5.5  109
BMI 0.056 8.8  1053
19p13 LDLR rs1122608 LDL 0.074 8.5  1057
19q13 APOE-APOC1 rs2075650 LDL 0.177 1.7  10214
HDL 0.055 9.7  1026
TG 0.044 2.3  1021
BMI 0.026 1.3  108
rs445925 LDL 0.363 6.6  10397
HDL 0.051 1.9  1010
TG 0.101 3.6  1039
*Effects are either absolute beta estimates of the association of the CAD risk allele on the trait (with a positive
association indicating a higher value of the trait per copy of the risk allele) or log odds ratio for diabetes mellitus,
†per copy of the risk allele. This table only includes associations that passed Bonferroni correction.
BMI ¼ body mass index; CAD ¼ coronary artery disease; CV ¼ cardiovascular; DBP ¼ diastolic blood pressure;
HDL ¼ high-density lipoprotein; LDL ¼ low-density lipoprotein cholesterol level; T2D ¼ type 2 diabetes mellitus;
TG ¼ triglycerides.
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829however, these variants are in modest or low LD to
the CAD-associated SNP (r2 of 0.54 and 0.07, respec-
tively). The lead variant overlaps a region containing
peaks in deoxyribonuclease I hypersensitivity in
several cells and tissues, including aortic smooth
muscle cells, within a predicted enhancer element
(Online Figure 3). We found associations between the
CAD risk allele at rs11172113 and reduced expression
of LRP1 in atherosclerotic and nonatherosclerotic
arterial wall, as well as eQTLs in omental and sub-
cutaneous adipose tissue (Online Table 5).
11p15 . The lead variant, rs11042937, at this locus lies
in an intergenic region between MRVI1 (murine
retrovirus integration site 1 homolog) encoding
inositol-trisphosphate receptor-associated cyclic
guanosine monophosphate kinase substrate, a medi-
ator of smooth muscle tone and CTR9 that encodes a
component of the PAF1 complex with some SNPs in
high LD located within intron 1 of MRVI1 (Online
Figure 3). The lead variant was included on the
array because of a suggestive association with bipolar
disorder and schizophrenia (26). There was no asso-
ciation of the locus with any cardiovascular risk fac-
tors, and we did not identify any eQTLs. Evidence for
a regulatory function for either the lead variant or any
of the SNPs in high LD was also weak (Online
Figure 3).
6p21 . The lead variant, rs3130683, lies in the HLA
complex in intron 1 of C2, which encodes the com-
plement C2 protein. There are just 14 SNPs in high LD
with the lead variant (Online Table 4), but the CAD
signal spans a region of approximately 300 kb
including more than 20 genes (Online Figure 3). Apart
from a single synonymous variant in HSPA1A (heat
shock 70kDa protein 1A), the other high LD variants
are noncoding with several of the variants showing
evidence for regulatory functionality (Online
Figure 3). Although there is a large number of eQTLs
in the HLA region, most of these are variants with
modest (r2 < 0.5) LD with the CAD-associated vari-
ants, and the only eQTL of note was with CYP21A2
(cytochrome P450, family 21, subfamily A, poly-
peptide 2) expression in whole blood (Online Table 5).
rs3869109, another variant at the HLA locus approx-
imately 700 kb away from the new lead variant, has
been reported to be associated with CAD (27). In our
discovery cohort, rs3869109 has a p value of associ-
ation with CAD of 0.23.
2q37 . The lead variant, rs1801251, was included on
the array for identity by descent testing; rs1801251
causes a threonine to isoleucine amino acid change
at position 95 in KCNJ13, an inwardly rectifying po-
tassium channel protein. However, this is not pre-
dicted to be functionally important. There is
TABLE 3 Association of CAD Loci With Other Diseases or Traits
Locus Locus Name Disease or Trait
Disease or Trait
Lead SNP p Value Direction
r2 (CAD Lead
and Disease
or Trait Lead)
New Loci
6p21 C2 Systemic lupus erythematosus rs3130342 9.3  107 þ 0.87
Primary biliary cirrhosis rs3134954 1  105 þ 0.86
Multiple sclerosis rs3134954 3.2  109  0.86
11p15 MRVI1-CTR9 Bipolar disorder and schizophrenia rs2018368 1  106 þ 0.96
12q13 LRP1 Migraine rs11172113 4.3  109  Same SNP
Lung function (FEV1/FVC) rs11172113 1.2  108 þ Same SNP
Cervical artery dissection rs11172113 3  107  Same SNP
12q24 SCARB1 Lp-PLA2 activity rs11057841 6.1  1014 þ 0.92
Circulating vitamin E levels rs11057830 8.2  109 þ Same SNP
Lp-PLA2 mass rs10846744 6.8  106 þ 0.94
Known Loci
1p32 SORT1 Lp-PLA2 activity rs7528419 1.3  1017 þ 0.9
Metabolic syndrome domains (Atherogenic
dyslipidemia–PC1)
rs12740374 8  1016 þ Same SNP
Lp-PLA2 mass rs7528419 7.1  105 þ 0.9
1q21 IL6R C-reactive protein rs4845625 4.2  107 þ Same SNP
2p21 ABCG5-ABCG8 Serum phytosterol rs4245791 2.2  1070 þ 1
2p11 VAMP5-VAMP8-GGCX Prostate cancer rs10187424 2.7  1015  0.87
2q33 WDR12 Cerebral white matter hyperintensities
burden
rs6705330 5.7  105 þ 1
3q22 MRAS Coronary artery calciﬁcation rs2306374 2.7  105 þ 1
4q12 REST-NOA1 Height rs17081935 6.7  1017 þ 0.95
4q31 EDNRA Carotid intima media thickness rs1878406 7  1012 þ Same SNP
Intracranial aneurysm rs6842241 2.4  109 þ 0.94
6p24 PHACTR1 Coronary artery calciﬁcation rs9349379 4  1022 þ Same SNP
Cervical artery dissection rs9349379 1  1011  Same SNP
Migraine rs9349379 5  108  Same SNP
Pulse wave velocity rs7750679 5.4  105 þ 1
6q25 LPA Lipoprotein (a) rs3798220 1.6  1049 þ Same SNP
Colorectal cancer rs7758229 5.6  109  0.85
7p21 HDAC9 Stroke (large vessel stroke) rs11984041 1.9  1011 þ 1
7q22 7q22 Endometriosis rs10953541 3.2  105 þ Same SNP
8q24 TRIB1 Metabolic syndrome domains (Atherogenic
dyslipidemia–PC1)
rs2954021 1.2  1011 þ Same SNP
Adiponectin levels rs2954021 1.8  105 þ Same SNP
Serum creatinine rs2954021 2.3  105 þ Same SNP
9p21 CDKN2BAS1 Coronary artery calciﬁcation rs1333049 3.3  1024 þ 0.97
Abdominal aortic aneurysm rs2383207 1.9  108 þ 0.91
Ankle brachial index rs10757269 2.7  109 þ 0.9
Stroke (large vessel stroke) rs2383207 2.4  106 þ 0.91
Intracranial aneurysm rs10733376 4  1012 þ 0.94
9q34 ABO Alkaline phosphatase in plasma rs579459 3  10123 þ Same SNP
Activated partial thromboplastin time rs579459 1.7  1074 þ Same SNP
Soluble P-selectin rs579459 1.9  1041 þ Same SNP
Soluble E-selectin rs579459 1.3  1029 þ Same SNP
Plasma carcinoembryonic levels rs579459 3  1021 þ Same SNP
Red blood cell count rs579459 9.3  1018 þ Same SNP
Hemoglobin rs579459 1.4  1015 þ Same SNP
Hematocrit rs579459 7.6  1014 þ Same SNP
Interleukin-6 levels rs579459 3.6  1013 þ Same SNP
Circulating galectin-3 levels rs579459 1.9  1010 þ Same SNP
Factor XIII antigen rs579459 2.3  108 þ Same SNP
von Willebrand factor rs651007 1  10161 þ 1
Venous thromboembolism rs495828 2  1017 þ 1
Continued on the next page
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TABLE 3 Continued
Known Loci
Serum alkaline phosphatase levels rs651007 1  1056 þ 1
Ferritin levels rs651007 1  108 þ 1
Soluble ICAM-1 rs507666 3  1091 þ 0.83
10q24 CYP17A1-CNNM2-
NT5C2
Intracranial aneurysm rs12413409 1.2  109 þ Same SNP
Schizophrenia rs11191580 1.7  109 þ 1
Autism spectrum disorder rs11191454 1.4  108 þ 1
Parkinson’s disease rs17115100 7.4  108 þ 0.9
11q23 ZNF259-APOA5-APOA1 Metabolic syndrome domains (Atherogenic
dyslipidemia–PC2)
rs964184 1.8  1012 þ Same SNP
Vitamin E levels rs964184 7.8  1012 þ Same SNP
Lp-PLA2 activity rs964184 8.4  1011 þ Same SNP
Metabolic syndrome domains (Atherogenic
dyslipidemia–PC1)
rs964184 1.2  1010 þ Same SNP
12q24 SH2B3 Selective immunoglobulin A deﬁciency rs3184504 5.6  1031 þ Same SNP
Type 1 diabetes rs3184504 2.8  1027 þ Same SNP
Celiac disease rs3184504 5.4  1021 þ Same SNP
Hemoglobin rs3184504 4.3  1019 þ Same SNP
Celiac disease rs3184504 5.4  1021 þ Same SNP
Blood eosinophil count rs3184504 6.5  1019 þ Same SNP
Generalized vitiligo rs3184504 2.5  1017 þ 0.97
Soluble ICAM-1 rs3184504 2.9  1017 þ Same SNP
Hematocrit rs3184504 7.9  1016 þ Same SNP
Hypothyroidism rs3184504 2.6  1012 þ Same SNP
Rheumatoid arthritis and celiac disease rs3184504 1.4  1011 þ Same SNP
Primary sclerosing cholangitis rs3184504 5.9  1011 þ Same SNP
Serum urate rs3184504 2.6  1010 þ Same SNP
Juvenile idiopathic arthritis rs3184504 2.6  109 þ 0.9
Lymphocyte count rs3184504 1.1  108 þ Same SNP
Plasma beta-2 microglobulin levels rs3184504 3.1  108 þ Same SNP
White blood cell count rs3184504 6.3  106 þ Same SNP
Rheumatoid arthritis rs3184504 6  106 þ Same SNP
Tetralogy of Fallot rs11065987 4.6  108 þ 0.91
13q34 COL4A1-COL4A2 Coronary artery calciﬁcation rs3809346 8.6  107 þ 0.97
15q22 SMAD3 Crohn’s disease rs17293632 2.7  1019  0.9
Inﬂammatory bowel disease rs17293632 6  1016  0.9
Ulcerative colitis rs17293632 9.5  106  0.9
Self-reported allergy rs17228058 1.2  108  0.9
15q25 ADAMTS7 Coronary artery calciﬁcation rs3825807 6.5  106 þ Same SNP
17p13 SMG6 Aortic root size rs10852932 2.3  1011 þ 0.96
17q21 UBE2Z Height rs318095 1.5  1016  1
Breast size (bra cup size in women) rs12603969 3  105  1
18q21 PMAIP1-MC4R Obesity rs17782313 4.8  1015 þ 0.86
Height rs11152213 6.9  1013 þ 0.91
Antipsychotic drug induced weight gain rs12967878 3.6  107 þ 0.9
19q13 APOE-APOC1 Common carotid artery intima-media
thickness
rs445925 1.7  108 þ Same SNP
Lp-PLA2 activity rs445925 3.3  1010 þ Same SNP
Metabolic syndrome domains (Atherogenic
dyslipidemia–PC1)
rs445925 1.3  1035 þ Same SNP
Alzheimer disease rs2075650 1  10295 þ Same SNP
Longevity rs2075650 3.4  1017  Same SNP
Lp-PLA2 activity rs2075650 8.1  1015 þ Same SNP
Age-related macular degeneration rs2075650 8.4  108  Same SNP
C-reactive protein rs2075650 4.2  108 þ Same SNP
Cognitive decline rs2075650 2  108 þ Same SNP
þ indicates increase in disease or trait with the CAD risk allele.
CAD ¼ coronary artery disease; FEV1 ¼ forced expiratory volume 1; FVC ¼ forced vital capacity; ICAM-1 ¼ intercellular adhesion molecule 1; Lp-PLA2 ¼ lipoprotein-associated phospholipase A2; PC ¼
principal component; SNP ¼ single nucleotide polymorphism.
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CENTRAL ILLUSTRATION Signiﬁcant Associations of CAD Loci With Cardiovascular Risk Factors
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This chord diagram depicts associations that passed Bonferroni correction (Table 2). Connections indicate that single nucleotide polymorphisms at
respective loci associate with both coronary artery disease (CAD) and the respective risk factor; they do not imply that the risk factor causally explains the
association with CAD. Red indicates new CAD loci. BMI ¼ body mass index; HDL ¼ high-density lipoprotein; LDL ¼ low-density lipoprotein.
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832extended linkage at this locus, with more than 100
SNPs in high LD and the lead variant in a region of
w170 kb also spanning GIGYF2 (GRB10 interacting
GYF protein 2) (Online Figure 3). KCJN13 is located
entirely within GIGYF2 and transcribed in the oppo-
site direction. A number of the associated variants
are in annotated regulatory regions, with the topscoring candidate by in silico prediction, rs11555646,
lying in the 50-UTR of GIGYF2 close to the initiating
methionine (Online Figure 3). There was no associa-
tion of the locus with any of the cardiovascular risk
factors, but we found eQTLs for the lead variant or a
variant in high LD for both GIGFY2 and KCNJ13
(Online Table 5).
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833CAD LOCI AND PLEIOTROPY. We undertook an
updated analysis of the association of all 62 CAD loci
(56 published and 6 novel in this report) with tradi-
tional cardiovascular risk factors (blood pressure
traits, lipid traits, BMI, type 2 diabetes, and smoking).
The full results are shown in Online Table 6, and the
signiﬁcant associations are summarized in Table 2. Of
the 62 CAD loci, 24 (38.7%) showed a statistical as-
sociation at a Bonferroni corrected p value <8.32 
105 with a traditional cardiovascular risk factor with
some loci showing multiple associations (Central
Illustration). The largest number of associations
were with lipid traits (14 with LDL cholesterol, 9 with
HDL cholesterol, and 7 with triglycerides), followed
by blood pressure traits (5 with diastolic blood pres-
sure, 4 with systolic blood pressure, and 1 with pulse
pressure), BMI (5 associations), and type 2 diabetes
(1 association). Most associations were in the direc-
tion consistent from the epidemiological association
of these risk factors with CAD, although a few dis-
played effects in the opposite direction (the risk var-
iants at 2q33 and 12q24 are associated with reduced
plasma LDL cholesterol, and those at 10q24, 12q24,
and 19q13 are associated with lower BMI).
To inform the interpretation of these data, we
conducted a complementary analysis for variants
available on the array with a known genome-wide
association with a risk factor; also, we compared the
magnitude of the reported association with the risk
factor to the observed association with CAD in our
data. Except for LDL cholesterol and BMI, the corre-
lations between the 2 effects were either weak or
insigniﬁcant (Online Figure 4). In a separate analysis
conducted in the 150,000 participants in UK Biobank
with currently released genotype data, we conﬁrmed
that none of the CAD-associated variants showed a
sex difference in allele frequency (data not shown).
We next analyzed the association of the 62 CAD loci
with other diseases and traits. When restricted to
variants with a high LD (r2 > 0.8) with the lead CAD
variant, 29 of 62 (47%) loci showed an association
with another disease/trait at a p value <1  104.
Several loci showed multiple associations (Table 3).
Although in most cases, the CAD-associated risk allele
was also associated with an increased risk (or level) of
the other disease or trait, this was not always the
case. Furthermore, in some loci with multiple asso-
ciations, the direction of association varied between
diseases (Table 3).
DISCUSSION
This large-scale meta-analysis of common variants,
including many with prior evidence for associationwith another complex trait, resulted in the identiﬁ-
cation of 6 new CAD loci at genome-wide sig-
niﬁcance. We also showed that almost one-half of
the CAD loci that have been identiﬁed to date
demonstrate pleiotropy, an association with another
disease or trait. The ﬁndings added to our under-
standing of the genetic basis of CAD and might
provide clues to the mechanisms by which such loci
affect CAD risk.
Our ﬁndings of a genome-wide association with
CAD of a functional variant in the promoter of the
CETP gene that is also associated with its expression
and plasma activity (18–20) have added to previous
evidence linking genetically determined increased
activity of this gene with higher risk of CAD (20).
There has been a longstanding interest in CETP inhi-
bition as a therapeutic target, primarily because of the
effect on plasma HDL cholesterol level. However,
several CETP inhibitors have recently failed to
improve cardiovascular outcomes in large random-
ized clinical trials (28–30) and, in 1 case, caused harm
(28), despite markedly increasing plasma HDL
cholesterol. Furthermore, Mendelian randomization
studies have questioned the causal role of lower
plasma HDL cholesterol in increasing CAD risk (31,32).
Although previous studies have shown that the CETP
genetic variant we report here affects CETP activity,
the precise mechanism(s) by which this variant
modiﬁes CAD risk remains uncertain.
A notable ﬁnding was the association with CAD of
common variants located in the SCARB1 gene. Asso-
ciation of variants at the SCARB1 locus with CAD was
also reported by the CARDIoGRAMplusC4D con-
sortium, but this did not reach genome-wide signiﬁ-
cance (1). The gene encodes the canonical receptor,
SR-BI, responsible for HDL cholesteryl ester uptake
in hepatocytes and steroidogenic cells (33). Genetic
modulation of SR-BI levels in mice is associated with
marked changes in plasma HDL cholesterol (34).
Consistent with this, a rare loss of function variant in
which leucine replaces proline 376 (P376L) in SCARB1
was recently identiﬁed through sequencing of in-
dividuals with high plasma HDL cholesterol (35).
Interestingly, despite having higher plasma HDL,
346L carriers had an increased risk of CAD, suggesting
that the association of variation at this locus on CAD
is not driven primarily through plasma HDL (35).
Indeed, there is only a nominal association of the lead
CAD variant at this locus (rs11057830) with plasma
HDL cholesterol (Online Table 6). The variant is also
modestly associated with plasma LDL cholesterol and
serum triglycerides (Table 2). All 3 of these lipid as-
sociations are directionally consistent with epidemi-
ological evidence linking them to CAD risk and could,
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with CAD. However, the lead variant is more strongly
associated with Lp-PLA2 activity and mass (Table 3),
which could provide an alternative explanation for its
association with CAD. Irrespective of the mechanism,
our ﬁndings, when combined with those of Zanoni
et al. (35), suggest that modulating SR-B1 may be
therapeutically beneﬁcial.
After adjusting for multiple testing, we found
that slightly more than one-third of the CAD loci
showed an association with traditional cardiovas-
cular risk factors. Although the vast majority of
associations were in the direction consistent with
the epidemiological association of these risk factors
with CAD, as noted in the previous text with
respect to loci affecting the HDL cholesterol level,
this should not be interpreted as implying that
these loci affect CAD risk through an effect on the
speciﬁc risk factor. Indeed, for variants available on
the array with a known genome-wide association
with these risk factors, we found a poor correlation
between the magnitudes of their effect of the risk
factor and their association with CAD in our dataset
except for LDL cholesterol (Online Figure 4).
Nonetheless, formal causal inference analyses, using
Mendelian randomization, have implicated LDL
cholesterol, triglyceride-rich lipoproteins, blood
pressure, type 2 diabetes, and BMI as causally
involved in CAD (36).
Almost one-half of the CAD loci showed a strong or
suggestive association with other diseases or traits
with, in many cases, the identical variant being the
lead variant reported for the association with these
other conditions (Table 3). Some of the associations
with other traits—for example, coronary calciﬁcation
(3q22, 6p24, 9p21, 13q34, and 15q25) or carotid
intima-media thickness (4q31 and 19q13)—are not
surprising, as these traits are known to be correlated
with CAD. Others, such as risk of stroke (7p21 and
9p21), might reﬂect a shared etiology. However, the
mechanism(s) behind most of the observed pleiot-
ropy is not clear, although the ﬁndings could provide
clues as to how the locus may affect CAD risk. As an
example, 5 loci (12q24, 1p13, 6q25, 11q23, and 19q13)
show strong associations with plasma activity and/or
mass of Lp-PLA2. Lp-PLA2 is expressed in athero-
sclerotic plaques where studies have suggested a role
in the production of proinﬂammatory and pro-
apoptotic mediators, primarily through interaction
with oxidized LDL (37,38). A meta-analysis of pro-
spective studies showed an independent and
continuous relationship of plasma Lp-PLA2 with CAD
risk (39). However, it should be noted that Mendelian
randomization analyses have not supported a causalrole of secreted Lp-PLA2 in coronary heart disease
(40), and phase III trials of darapladib, an Lp-PLA2
inhibitor, have shown no beneﬁt in patients with
stable coronary heart disease (41) or acute coronary
syndromes (42) when added to conventional treat-
ments including statins.
Chronic inﬂammation plays a key role in both the
pathogenesis of CAD and of inﬂammatory bowel dis-
ease. It is therefore interesting to note the association
of the same locus at 15q22 with CAD as well as Crohn’s
disease and ulcerative colitis (Table 3). Association of
this locus with CAD at genome-wide signiﬁcance was
recently reported by the CARDIoGRAMplusC4D con-
sortium (2) with the lead SNP (rs56062135) showing
strong linkage disequilibrium (r2 ¼ 0.9) with the lead
SNP (rs17293632) associated with inﬂammatory bowel
disease. Both rs56062135 and rs17293632 lie in a re-
gion of w30 kb within the initial introns of the SMAD
family member 3 gene (SMAD3), a signal transducer in
the transforming growth factor–beta pathway.
Indeed, rs17293632 was included on the exome array
because of its known association with Crohn’s disease
and showed a signiﬁcant association with CAD in our
combined dataset (p ¼ 1.78  108). Farh et al. (43)
interrogated ChIP-seq data from ENCODE and found
allele-speciﬁc binding of the AP-1 transcription factor
to the major (C) allele in heterozygous cell lines and
suggested that the T allele of rs17293632 increases risk
of Crohn’s disease by disrupting AP-1 regulation of
SMAD3 expression. Interestingly, the direction of ef-
fect on CAD risk observed for this variant was in the
opposite direction to that for inﬂammatory disorders,
with the C allele being the risk allele. Recent analysis
of this variant in arterial smooth muscle cells
conﬁrmed that the CAD risk allele preserves AP-1
transcription factor binding and increases expres-
sion of SMAD3 (44). Further investigation of the
discordant effects of SMAD3 may shed light on the
mechanisms of both diseases.
STUDY LIMITATIONS. First, in our discovery study,
we were only able to interrogate common variants
associated with other diseases and traits that were
known at the time of the creation of the exome array
in late 2011 and, thus, included on the array.
Conversely, our interrogation for pleiotropic associ-
ations of the new and known CAD has used the latest
data available in the GWAS catalogs and other sour-
ces. Second, the common variants tested in our study
conferred statistically robust yet quantitatively
modest effects on both CAD and potentially related
traits. Thus, we may have missed associations with
other traits. However, if such traits were considered
as intermediary steps in the etiology of CAD,
PERSPECTIVES
COMPETENCY IN MEDICAL KNOWLEDGE: Novel genetic
loci inﬂuence risk of coronary artery disease, but only one-third
are associated with conventional cardiovascular risk factors,
whereas at least one-half of the loci are associated with other
diseases or traits (pleiotropy).
TRANSLATIONAL OUTLOOK: Future studies should investi-
gate the mechanisms that relate the observed pleiotropy to the
pathogenesis of atherosclerosis and ischemic events.
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835exploration of our large GWAS sample sets and
respective GWAS catalogs should have detected
relevant associations. Third, our discovery analysis is
largely on the basis of subjects with Western-
European ancestry, and any association with CAD of
the new loci in other populations needs further
evaluation. Finally, although we used relatively
stringent criteria (minimal r2 > 0.8 between the CAD
SNP and the lead variant associated with the other
disease/trait), the limited content of the exome array
and the information available in the GWAS catalogs
meant that we could not examine the extent of
overlap in the loci in detail.
CONCLUSIONS
Through an analysis of selected variants associated
with other disease traits, we reported the discovery of
6 further loci associated with CAD. Furthermore, in
the most comprehensive analysis to date, we showed
that several of the new and previously established
loci demonstrated substantial pleiotropy, which may
help our understanding of the mechanisms by which
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